Objective: This meta-analysis examined suicide-related events in the acute phases of double-blind, placebo-controlled atomoxetine trials in pediatric and adult patients with attention-deficit/hyperactivity disorder (ADHD). Methods: A total of 3883 pediatric and 3365 adult patients were included. Potential events were identified from the adverse events database using a text-string search. Mantel-Haenszel risk ratios (MHRR) were calculated for potential suicide-related events categorized according to United States Food and Drug Administration defined codes. Results: In this data set, no completed suicides were reported in the pediatric or adult populations. One pediatric (attempted suicide) (and no adult patient events) was categorized as suicidal behavior in the atomoxetine group. The frequency of combined suicidal behavior or ideation with atomoxetine treatment was 0.37% in pediatric patients (vs. 0.07% with placebo) and 0.11% in adults (vs. 0.12% with placebo) and the risk compared with placebo was not statistically significant (MHRR = 1.57; p = 0.42 and MHRR = 0.96; p = 0.96, respectively). In pediatric patients, suicidal ideation only was reported more frequently compared with placebo (MHRR = 1.63; p = 0.41). Conclusions: Overall in this data set, no completed suicides and 1 pediatric patient suicidal behavior event were reported in atomoxetine-treated pediatric and adult patients. Suicidal ideation was uncommon among atomoxetine-treated pediatric and adult patients, although it was reported more frequently in atomoxetine-treated pediatric patients compared with placebo; the reporting rate difference was not statistically significant. The MHRR of suicidal ideation was consistent with a previous metaanalysis of similar design. There was no evidence of increased risk for suicidal behavior in atomoxetine-treated pediatric or adult patients.
Introduction
A ttention-deficit/hyperactivity disorder (ADHD), is a common psychiatric disorder in children and adolescents that can persist into adulthood (Biederman and Faraone 2002; Biederman 2005; Barkley et al. 2008; Wittchen et al. 2011) . Estimates of the prevalence of ADHD range from 5% to 10% in pediatric patients and from 2.5% to 5% in adult patients (Biederman 2005;  ideation is often greater in children, adolescents, and adults with psychiatric disorders including ADHD than in those without mental illness (Brent et al. 1988; Houston et al. 2001; O'Donnell et al. 2005; Impey and Heun 2012) . A review of publications evaluating the relationship between ADHD and suicide-related events in pediatric and adult patients showed that the rate of ADHD diagnosis ranged from 4% to 25.9% in the population of patients with completed suicides, which is higher than general pediatric and adult population estimates of ADHD prevalence (Impey and Heun 2012) . Compounding the risk, comorbidities occurring with ADHD may be associated with an increased risk of suicidal behavior or ideation (Brent et al. 1988; Shafii et al. 1988; James et al. 2004; McCarthy et al. 2009; Impey and Heun 2012) .
Atomoxetine, a highly selective inhibitor of norepinephrine transporters with low affinity for serotonin and dopamine transporters, is effective in the treatment of ADHD in children, adolescents, and adults (Bymaster et al. 2002; Swanson et al. 2006) . In 2008, Lilly published a meta-analysis that examined suicide-related events in placebo-controlled atomoxetine pediatric (n = 12) and adult (n = 9) trials in which no completed suicides for either population was reported (Bangs et al. 2005 (Bangs et al. , 2008b . In the pediatric population, suicidal ideation, although uncommon, was reported more frequently by atomoxetine-treated pediatric patients than by those treated with placebo (0.37% vs. 0%, respectively). The reporting rate difference between treatment groups was not statistically significantly different (Bangs et al. 2008b ). Analysis of adult clinical trials included patients with ADHD and major depression (MDD). The frequency of suicidal behavior or ideation for patients with either ADHD or MDD was not significantly different between atomoxetine (15/1718; 0.87%) and placebo (10/1072; 0.93%) groups. In adult patients with ADHD treated with atomoxetine, no suicidal behavior or ideation were reported (Bangs et al. 2005 ). The present meta-analysis is a continuation of surveillance to assess the risk of suicide-related events in a larger pool of pediatric and adult patients with ADHD from the acute phase of double-blind, placebocontrolled atomoxetine clinical trial databases.
Since the previous analysis, the United States Food and Drug Administration (FDA) put forth recommendations that all clinical trials in psychiatric populations utilize the Columbia Suicide Severity Scale (C-SSRS) as an additional tool to assess the severity of suicidal ideation (Posner et al. 2007 (Posner et al. , 2011 ; United States Department of Health and Human Services Food and Drug Administration Center for Drug Evaluation and Research 2013) . In the present meta-analysis, outcomes from three double-blind, placebo-controlled atomoxetine clinical trials that utilized the C-SSRS are also described.
Method
The current analysis evaluated the acute phase of double-blind, placebo-controlled studies of atomoxetine conducted by Eli Lilly and Company in pediatric and adult patients with ADHD. Details of the studies have either been previously published or the information has been posted at www.clinicaltrials.gov or www.lillytrials.com (Michelson et al. 2001 (Michelson et al. , 2002 Spencer et al. 2002; Michelson et al. 2003; Kelsey et al. 2004; Allen et al. 2005; Weiss et al. 2005; Bangs et al. 2007; Gau et al. 2007; Geller et al. 2007; Adler et al. 2008; Bangs et al. 2008a; Newcorn et al. 2008; Wilens et al. 2008; Adler et al. 2009a,b; Block et al. 2009; de Jong et al. 2009; Montoya et al. 2009; Dell'agnello et al. 2009; Svanborg et al. 2009; Takahashi et al. 2009; Martenyi et al. 2010; Dittmann et al. 2011; Young et al. 2011; Harfterkamp et al. 2012; Hirata et al. 2012; Wehmeier et al. 2012; Durell et al. 2013; Wietecha et al. 2013 ). Study designs excluded from analysis included open-label trials, randomized withdrawal study design, and studies with extended lead-in phases. Trials included in the data set were completed between 1998 and 2011 in the United States, Japan, Australia/Canada/Europe (ACE), and the following other countries: Argentina, Belgium, China, Israel, Korea, Mexico, South Africa, and Taiwan. Data from 23 pediatric trials included a total of 3883 pediatric patients (atomoxetine, n = 2445; placebo, n = 1438) and ranged from 35 to 108 days (5-15 weeks) in duration. Data from nine adult trials included a total of 3365 adult patients (atomoxetine, n = 1764; placebo, n = 1601) and ranged from 62 to 141 days (9-20 weeks) in duration. Both pediatric and adult trials included once or twice daily dosing regimens. The mean daily dose range of atomoxetine was 0.89-1.36 mg/kg in the pediatric trials (weight-based dosing) and 72.47-90.34 mg in the adult trials.
Pediatric and adult patients met American Psychiatric Association: Diagnostic and Statistical Manual of Mental Disorders, 4th ed., Text Revision (DSM-IV-TR) criteria for ADHD (American Psychiatric Association 2000) . The pediatric population also included patients with comorbid conditions of tics, depression, anxiety, oppositional defiant disorder (ODD), reading disorder, autism spectrum disorder, and dyslexia Bangs et al. 2007; Geller et al. 2007; Bangs et al. 2008a; de Jong et al. 2009; Dell'agnello et al. 2009; Dittmann et al. 2011; Harfterkamp et al. 2012; Wietecha et al. 2013) . The adult population included patients with comorbid social anxiety and alcohol use disorders (Wilens et al. 2008; Adler et al. 2009a) . In general, patients in both populations were required to be of normal intelligence. Generally, exclusion criteria included history of psychosis, bipolar disorder, or seizure disorder; serious suicidal or homicidal risk; or organic brain disease. The pediatric studies also excluded patients with a history of excessive alcohol or drug abuse within the past 3 months. Each clinical trial included in the analysis had institutional review board (IRB) approval (study level and site level) and was conducted in accordance with the Declaration of Helsinki. All adult patients and a parent or guardian for each minor patient provided written informed consent to participate (Michelson et al. 2001 (Michelson et al. , 2002 Spencer et al. 2002; Michelson et al. 2003; Kelsey et al. 2004; Allen et al. 2005; Weiss et al. 2005; Bangs et al. 2007; Gau et al. 2007; Geller et al. 2007; Adler et al. 2008; Bangs et al. 2008a; Newcorn et al. 2008; Wilens et al. 2008; Adler et al. 2009a,b; Block et al. 2009; de Jong et al. 2009; Dell'agnello et al. 2009; Montoya et al. 2009; Svanborg et al. 2009; Takahashi et al. 2009; Martenyi et al. 2010; Dittmann et al. 2011; Young et al. 2011; Harfterkamp et al. 2012; Hirata et al. 2012; Wehmeier et al. 2012; Durell et al. 2013; Wietecha et al. 2013) .
Potential suicide or self-harm-related events were identified by a computerized text-string search of all of the electronically available data in the Eli Lilly and Company clinical trials database, including all adverse events (reported and coded) and narratives for the 23 pediatric and 9 adult double-blind, placebo-controlled trials of atomoxetine. The text-strings used in the search for this analysis included search terms used in a previous analysis requested by the FDA (Bangs et al. 2008b ) supplemented by additional terms (shown in italics) for a more comprehensive review : aggression, asphyxia, attempt, burn, cut, damag, death, die, drown, dsh, dying, emotion, exhaust, firearm, gas, gun, injur, intent, hang, harm, hostil, hung, ideation, immolat, inflict, injur, jump, kill, lability, lac, live, life, mani, monoxide, mutilat, o.d., o/d, od, overdos, plastic, poison, railway, rifle, s.h., shoot, shot, s.i., si, slash, suic, suffocat, toxic . A review of the identified events retrieved with these terms was conducted, and events unrelated to suicidality or self-harm were excluded (e.g., diet, heartburn, hungry, hangover). Events that occurred before randomization and did not worsen after randomization or occurred >1 day after the last dose were excluded. Blinded patient summaries of unexcluded cases provided additional clinical information (including investigator comments, demographic information, medical history, and psychiatric comorbidities) relevant to the cases and were the basis for categorization of potential suicide-related events using FDA-defined codes (Posner et al. 2007 (Posner et al. , 2011 To better describe the severity of suicidal behavior or ideation, a subanalysis of studies that used the C-SSRS measure at the time of analysis was conducted. The C-SSRS was utilized in one pediatric study (LYEB) conducted in the United States in patients with ADHD and comorbid dyslexia, and two adult trials (LYDZ and LYEE) conducted in the United States specifically in young adults or Asian adults with ADHD (Hirata et al. 2012; Durell et al. 2013; Wietecha et al. 2013 ). The C-SSRS was designed to distinguish the domains of suicidal behavior and suicidal ideation by measuring the following four constructs: 1) Severity of ideation, 2) intensity of ideation, 3) behavior, and 4) lethality. Two of the four constructs were mapped to FDA-defined codes: Suicidal ideation (composed of five items, each rated on a five point ordinal scale that included frequency, duration, controllability, deterrents, and reason for ideation) and behavior (rated on a nominal scale that included actual, aborted, and interrupted attempts; preparatory behavior; and nonsuicidal self-injurious behavior) (Posner et al. 2007 (Posner et al. , 2011 . Suicidal behavior by FDA-defined codes was mapped to suicidal behavior items 6-10 of the C-SSRS (includes preparatory acts or behavior; aborted, interrupted, and nonfatal attempts; and completed suicide). FDA codes for suicidal ideation were mapped to suicidal ideation items 1-5 of the C-SSRS (includes thoughts of wishing to be dead, nonspecific active suicidal thoughts, active ideation with any method without intent to act, active ideation with some intent to act without a specific plan, and active ideation with a specific plan and intent) (Posner et al. 2011 ).
Statistical analysis
Meta-analysis of the proportion of patients with a suicide-related event was conducted. The following four suicide-related outcomes were analyzed: Suicidal behavior (FDA Codes 1-3), suicidal ideation (FDA Code 4), combined suicidal behavior or ideation (FDA Codes 1-4), and possible suicidal behavior or ideation (FDA Codes 1-6 and 9). The incidence for each treatment arm was based on pooled data. The percentages of each suicide-related outcome were compared between atomoxetine and placebo groups for pediatric and adult populations using the Mantel-Haenszel Risk Ratio (MHRR), stratified by study. The MHRR and 95% confidence intervals (CI) for the meta-analysis and each individual study were calculated using SAS Drug Development software. The MHRR is a weighted average of individual trial relative risk (atomoxetine incidence divided by placebo incidence), in which the weights allow strata with larger sizes to have larger effects on the pooled relative risk. The fixed-effects Mantel-Haenszel method, which is more likely to detect a significant difference than the random-effects method, was used for safety-related analyses (Greenland and Robins 1985; Sato 1989) . Subgroup analysis using the MHRR was performed for region, age (pediatric, age £12 vs. age >12), gender, prior stimulant use, and ADHD subtype. Demographic characteristics were compared between placebo and atomoxetine groups with v 2 and Fisher's exact test for categorical characteristics and one way ANOVA for continuous variables. Given the few trials with available C-SSRS data, comparison with the FDA coded textstring search was limited to descriptive statistics.
Results
The mean age of the pediatric and adult populations was 10 years and 37 years, respectively. More than half of all patients in each population were male, white, and from the United States. In each of the pediatric and adult populations, *66% of the patients presented with the combined ADHD subtype, and *30% presented with the inattentive subtype. At baseline, 50% of pediatric patients and 28% of adult patients reported prior stimulant use. In the pediatric population, the differences between treatment groups for origin and region were statistically significant, but not clinically meaningful, and not likely to have impacted the overall analysis. In the adult population, baseline characteristics between the treatment groups were not significantly different (Table 1) .
The baseline characteristics of the C-SSRS pediatric subpopulation in Study LYEB were similar between treatment groups. The mean age was 12 years and all patients were from the United States. The baseline characteristics for the C-SSRS subpopulation of adults from Studies LYDZ and LYEE were similar between treatment groups, although the mean age (29 years) was lower than the overall meta-analysis adult population because of the age criteria for Study LYDZ. Most of the patients were from either the United States (52%) or Japan (30%), and 50% of patients were of Asian descent.
Suicide-related events. Text-string search: Pediatric placebo-controlled trials
In this data set, no completed suicide events were reported for patients in either treatment arm. Suicidal behavior (possible suicide attempt) was reported for one atomoxetine-treated pediatric patient (0.04%). This event was initially detected in the original meta-analysis (Bangs et al. 2008b) . The patient was a 9-year-old white male with a past history of depression, who had been diagnosed with the combined subtype ADHD and had been randomized to atomoxetine (1.8 mg/kg/day). No suicidal behavior event was reported for the placebo group. The MHRR for suicidal behavior was 1.19 (95% CI 0.05, 28.96) and was not statistically significant ( p = 0.91). Suicidal ideation events occurred in eight atomoxetine-treated patients (0.33%) and in one patient in the placebo group (0.07%). The frequency of combined suicidal behavior or ideation in pediatric patients treated with atomoxetine 428 BANGS ET AL. Baseline demographics represent all randomly assigned patients. Only patients who received at least one dose of study drug were included in subsequent analyses. a One patient from Study LYDZ did not meet study inclusion criteria for age ‡18, but was inadvertently enrolled. The patient completed the study and did not have any suicide-related events.
*p £ 0.001 for pediatric population database. ADHD, attention-deficit/hyperactivity disorder; ATX, atomoxetine; PBO, placebo. was 0.37% compared with 0.07% with placebo (MHRR 1.57; 95% CI 0.53, 4.71; p = 0.42) ( Table 2 ). Possible suicidal behavior or ideation events were similar between the atomoxetine and placebo groups. Likewise, when stratified by region, differences were not significant.
The nine atomoxetine-treated pediatric patients with a suicidal behavior or ideation event were between the ages of 6.9 and 12.4 years. Nearly all patients were males (8/9) and were diagnosed with the ADHD subtypes of inattentive (n = 4), combined (n = 3), or hyperactive/impulsive (n = 2). Of the eight atomoxetine patients with suicidal ideation events, relevant historical or current diagnoses included: ODD (n = 5), obsessive-compulsive disorder (n = 1); dysthymia (n = 1), dysphoria (n = 1), and anxiety-specific phobias (n = 1), and history of suicidal behavior or ideation (n = 1). The placebo-treated patient with a suicidal ideation event had a current diagnosis of ODD, but other relevant medical diagnoses or history of suicidal behavior or ideation was not noted.
Of the nine suicidal behavior or ideation events in the atomoxetine group, six occurred in patients from the United States (6/1389; 0.43%) and three were in patients from outside the United States (3/ 1056; 0.28%). When stratified by region, differences were not significant overall or by individual region ( p ‡ 0.23).
Suicide-related events. Text-string search: Adult placebo-controlled trials
In this data set, no completed suicides or suicidal behavior events were identified in either treatment arm. The frequency of suicidal ideation events in adult patients was similar between the atomoxetine (n = 2; 0.11%) and placebo (n = 2; 0.12%) groups, and the risk for suicidal ideation was not different between groups (MHRR = 0.96; 95% CI 0.19, 4.74; p = 0.96) ( Table 3) . One atomoxetine-treated patient with a suicidal ideation event had comorbid conditions of anxiety and depression at baseline. The remaining three patients with a suicidal ideation event did not report any history of suicidal behavior or ideation or any relevant historical diagnosis or comorbid conditions. All events of suicidal ideation occurred in patients from the United States. Possible suicidal behavior or ideation events were also similar between the atomoxetine and placebo groups.
C-SSRS rated suicide-related events from available pediatric and adult placebo-controlled trials
In pediatric Study LYEB, no ratings for suicidal behavior were reported for either treatment group, which was consistent with the text-string search for this trial. Suicidal ideation C-SSRS ratings occurred in the atomoxetine (5/115; 4.3%) and placebo (2/86; 2.3%) groups, but the difference was not statistically significant ( p = 0.70). In the text-string search for this study only, no suicidal ideation events were identified from either the atomoxetine or placebo groups.
In adult Studies LYDZ and LYEE collectively, C-SSRS ratings for suicidal behavior (preparatory, aborted, interrupted, or nonfatal attempt) occurred for 1/407 patients in the atomoxetine group and 3/417 patients in the placebo group. No suicidal behavior rating in either of these two studies for either atomoxetine or placebo was identified from the text-string search. C-SSRS ratings for suicidal ideation occurred in 4/407 patients in the atomoxetine group and 6/417 patients in the placebo group. No suicidal ideation event for either the atomoxetine or placebo group was identified from these two studies using the text-string search.
Discussion
In this analysis of double-blind, placebo-controlled, atomoxetine clinical trials, the overall incidence of suicidal behavior or ideation in atomoxetine-treated pediatric patients with ADHD was uncommon. The incidence of combined suicidal behavior or ideation events in atomoxetine-treated pediatric patients was 0.37%, in Table 3 
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which all but one of the nine events was categorized as suicidal ideation. Although not statistically significantly different, suicidal ideation was reported more frequently in atomoxetine-treated pediatric patients, mostly <12 years of age, compared with those taking placebo. The overall risk of suicidal behavior and/or ideation events in the current meta-analysis (MHRR = 1.57; 95% CI 0.53, 4.71; p = 0.42), which included a larger patient pool, was consistent with, if not lower than, the previous meta-analysis of atomoxetine trials (MHRR = 2.49; 95% CI 0.64, 9.78; p = 0.19). The one report of suicidal behavior (possible suicide attempt) in the atomoxetinetreated pediatric population had been previously identified in the original meta-analysis and, therefore, in the current analysis, the risk for suicidal behavior did not increase (MHRR = 1.19; 95% CI 0.05, 28.96; p = 0.91) (Bangs et al. 2008b) .
Results from the current analysis of risk for suicidal behavior or ideation in atomoxetine-treated pediatric patients are consistent with published reports. In a separate Lilly-sponsored analysis of randomized, double-blind, controlled atomoxetine and methylphenidate pediatric ADHD trials, suicidal behavior and/or ideation categorized by FDA codes occurred in 1/559 (0.18%) in the atomoxetine group compared with 1/465 (0.22%) in the methylphenidate group. The risk was not significantly different between groups (MHRR = 0.52; 95% CI 0.06, 4.54; p = 0.56) (Bushe and Savill 2013) . In an analysis of 714 pediatric patients who took atomoxetine for at least 3-4 years in a long-term open-label study, 2 suicide attempts (0.3%), 11 cases of suicidal ideation (1.5%), and 1 case of suicidal behavior (0.1%) were reported (Donnelly et al. 2009 ). In a United Kingdom study, no cases of suicide were identified with atomoxetine from a pool of >5000 patients ages 2-21 years who were prescribed stimulants or atomoxetine between 1993 (McCarthy et al. 2009 ). An observational cohort postmarketing surveillance United Kingdom study of 2544 patients (median age 12 years) treated with atomoxetine, reported 23 patients with suicidal ideation. Nine of the 23 cases reported a suicide attempt during treatment, of which 8 were atomoxetine overdose (Davies et al. 2009 ). Overall, reports of suicide-related behavior were infrequent, which is consistent with the results of the present study.
Suicide-related behavior or ideation was reported in this study with relatively low frequency. Suicidal behaviors are not uncommon in the pediatric population globally, and particularly in those with mental illness, including ADHD (Manor et al. 2010; Impey and Heun 2012; Perou et al. 2013 ). In the United States alone in 2010, suicide was the second leading cause of death among adolescents 12-17 years of age (Perou et al. 2013 ) These suicide-related behaviors have long been associated to the idea that younger adolescents have immature cognitive and emotional abilities to cope with problems. The intensity of being overwhelmed increases the risk for suicidal ideation. In moving through the adolescent stages, thoughts of suicide may become more common (Vander Stoep et al. 2009 ). The challenge of coping may be greater in adolescents with ADHD. The rate of patients with ADHD who exhibit suicide-related behaviors has been reported to be nearly double the rate of the control population (Impey and Heun 2012 ). In the current study, nearly all cases of suicidal ideation occurred in patients <12 years of age. It has been reported that early adolescent patients (11-14 years old) with ADHD appear to be at greater risk for completion of suicide than later adolescent patients (15-21 years old). Although comorbid mood disorders have been associated with increased risk of suicide-related behaviors, impulsivity may be an independent factor leading to increased risk, particularly in patients with ADHD, noting that impulsivity symptoms may also be present in the inattentive subtype (Greening et al. 2008; Manor et al. 2010; Impey and Heun 2012) . Although the risk for suicidal behavior and/or ideation in pediatric patients treated with atomoxetine was low, close monitoring for changes in behavior in this pediatric ADHD population is particularly critical. Families and caregivers of pediatric patients with ADHD being treated with ADHD pharmacotherapy, including atomoxetine, should be alerted about the need to monitor patients for the emergence of agitation, irritability, unusual changes in behavior, and other symptoms, including emergence of suicidality (Graham et al. 2011) .
In this expanded analysis of the database of double-blind, placebo-controlled adult atomoxetine clinical trials, there was no evidence of increased risk for completed suicide or suicidal behavior. The risk for suicidal ideation in atomoxetine-treated adults was minimal (0.11%) and comparable with that for placebo-treated patients (0.12%).
C-SSRS results were limited to three atomoxetine clinical trials. In these studies, the C-SSRS detected suicidal ideation, whereas no signals were detected with the text-string method. These results are too premature to generalize to the overall population in this metaanalysis. The patient populations in each study utilizing C-SSRS were unique, and specific to either a comorbid dyslexia diagnosis, a region of study, or a young adult population.
Retrospective analysis has limitations, and results should be viewed with that consideration. The population evaluated may be an inherent limitation, as suicidal behavior or ideation may be lower in a clinical trial population given that patients with a history of suicidal behavior are generally excluded. Further, routine office visits and more frequent monitoring by clinicians may provide nonpharmacotherapeutic value and result in reduced ideation. Conversely, a clinical trial setting and routine monitoring may encourage patients to be more forthcoming and, therefore, result in increased reporting of suicide-related thoughts or behaviors. Another limiting factor is the lack of a non-ADHD control population; however, a placebo-controlled population strengthened these comparisons. Another limitation to the analysis is that clinical trial duration in this data set was limited to a few months. Longer time in treatment may have resulted in the emergence of more reports of suicidal ideation. The greatest strength of this study is evaluation of an expanded pool of patients, which supports the findings from the original analysis of risk.
Conclusions
In this data set, reports of suicidal behavior or ideation were uncommon in children, adolescents, and adults treated with atomoxetine, and no completed suicides were reported. Although the evidence suggests minimal risk with atomoxetine treatment, patients with ADHD and pediatric patients in particular should be monitored appropriately during treatment. Close observation for clinical worsening, suicide-related behavior or ideation, and unusual changes in behavior, especially during the initial few months of a course of drug therapy or at times of dose changes, either increases or decreases, is advised. In the adult ADHD population treated with atomoxetine, there was no evidence of greater risk over placebo for either suicidal behavior or ideation. Overall, the risks and benefits must be factored when considering pharmacotherapy treatment for ADHD.
Clinical Significance
The frequency of suicidal behavior or ideation is often greater in children, adolescents, and adults with psychiatric disorders, including ADHD, than in those without mental illness. In 2005, Lilly
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conducted a meta-analysis of pediatric placebo-or active-controlled atomoxetine trials and evaluated RRs for suicidal behavior or ideation from the adverse events database using text-string search. The findings from the meta-analysis revealed that relative to placebo, the RR for suicidal behavior in pediatric patients treated with atomoxetine was 1.19. The current meta-analysis expanded the evaluation from a much larger pool of pediatric patients in addition to adult patients from the double-blind, placebo-controlled atomoxetine clinical trial database to continue surveillance for the risk of suicidal behavior or ideation. The information will provide clinicians safety information to consider prior to the initiation of or during pharmacotherapy treatment of ADHD, particularly in the pediatric population.
